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(57) Abstract 

Peroxisome proliferator-activated receptor (PPAR) controllers containing as the active ingredient compounds represented by general 
formula (I), salts of the same, or hydrates of both (wherein each symbol is as defined in the description). The compounds exhibit control 
effects against PPAR and are therefore useful as, e.g., antihyperglycemic drugs, antihyperlipidemic drugs, or preventive and/or therapeutic 
agents for metabolic diseases such as diabetes, obesity, syndrome X, hypercholesterolemia and hyperlipoproteinemia; hyperlipemia, 
arteriosclerosis, circulatory diseases, poiyphagy, and ischemic heart diseases. 
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15 mm 

V*T, «rt«#-C**^^*^'>y-Aittjail^tt^«# (Peroxisome 
Proliferator Activated Receptor ; WT^ P P A R t B&IB1 - & 0 ) i £ ft T 

20 ttft^T 4 77* - A&ftWJi.ai $ ft* IffllLS-Ctt a > 5 * 7 O 3 h 
ftTV>& (J. Steroid Biochem. Molec. BioL, 51, 157 (1994) ; Gene Expression, 4, 281 
(1995) ; Biochem Biophys. Res. Commun., 224, 431 (1996) ; Mol. Endocrinology, fi, 
1634(1992) #HB) 0 7 Sttifcfl&IMWu fc£fflj|&, fl<RK JfcBS* 
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S^^^SLTV^it^^itTV^ (Endocrinology, 137, 354-366 (1996) # 

5 i ddm) tc^-r^^nt Lxmhtixists mmm&&<D*&mi&jE-tz 
tzwzm^htiz&LmwrnxhZo tit* nz4yxv>fiL&<DMJE$tz\±&w, 

X £ tubx^mx&Z b%z.t>tiX^Z>iteVgX$>Z> 0 




io ifit.fDfr'/'jy^i^Wififisaf^-o^ppARyf 

. p p a r y vmw-m'&.zM-kz^&z. t#nm u 

(Endocrinology, 132 : 4189-4195 (1996) ; Cell, £3 : 803-812 (1995) ; Cell, 83 : 813-819 
(1995) ; J. BioL Chem., 270 : 12953-12956 (1995) $&) 0 ftot, PPARyO^ 
¥fStt*it^$*SPPAR 7 fStt^J (Tn'^h) JliLlfffTAI^ J IF/ 
15 *1zttJ8R&TM£LXtmX't>&t%z.bii2>o Sfc, PPAR 7 73'-Xf 
liPPARy Ifi g #<0|SI% 7CiIt& i t HTV^ (Genes & 
Development, 10 1 974-984 (1996))^ t rt> <b , P P A R y £ fSteftf S tf>* £ 1* P 
PAR r Mi*0^*iiiD$«ai#J*BJ3c(»»c|ffflfc#£?,*L*o 

«rtft«#PPAR 7 l±ll||»»l6^l:tCHIfcoTfi») (J. Biol. Chem., 272, 
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5637-5670(1997) £i XF Cell, £3_, 803-812 (1995)#B?.) > £*tt*£14'ffc-C§ h^T 

®&iP%Ztltz (Lancet, 3i2, 952 (1997)#M) . ftoT, P P A R y f£tt£?P$lJ 
#H|&J^toK#fflr&£ t#x.<b*l* 0 ^^-C, Science, 274 : 2100-2103 (1996) 

10 £ft&©£fc*fePPAR r £##Ofttt*b*J (7=f-*H , SfcgBB* 
^Ha^i^SD-C iSPPARy S3im«HiP^ttJflLff I^T^J. IISfST^J, If & 

m -buhiu^ iMNKft& lis, nnunmiu atog^o^RF^^v 

15 PPAR 7 5£«#Wfe¥mtt*»IW1-*T>^^-^ K *&VM±S6 

B#Of&&£Jfp*U'T?§ £ P P A R 7 £&&$ftO?P*im, HMfffcTaU JJE 
m. •>'/KD-AX*oftiHffSl, «ifli^, SMR8ft& Mff, 

20 T5Wi LTfclfcflO**^ 




O 



7 4 TV- hMft£*<0fflteF«3«ttgfig©-O3&*P PAR a -6 £ 

i & JRI 93 t T V> & (Nature, 34J : 645-650 (1990) ; J. Steroid Biochem. Molec. Biol. 51 : 
157-166 (1994) ; Biochemistry, 22 : 5598-5604 (1993)#flB) 0 ift^Clt^^ 
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7 4 TV- Y^it^m^mtLl & P P A R a %®fa<Dm®mt. ItSl&Tft 

£*lJWfc&, PPARa^4n&!|ffitttLT, WO 9736579 # 

5 WfflmKttm&ffittmiGLX^ZZttmSZtitZo $tz. J. Lipid Res., 22, 
17-30(1998)IC|±PPAR a$^Offi14fb(C«toT^SV^®e (HDL) n 
^ra-Wffl, LTx Mgy#5S (LDL) n^fn-Hg 
{g^£y#g6 (VLDL) 3Wfo-)K SMctt h V ^V-bV KO&Tft 
ffiSrWLTV^i^^StLTV^ Diabetes, 46, 348-353 (1997)tCti 7 4 7* V 

#£ffi&{t1-*7:3*-;*. h^PP AR ffgfiit^ll^/Ljil-^ PPAR a 

it^mst k&t#l ^amsi^ieii t Lx%mx$> h \t & a$£ y 

#Sfi (HDL) 3Mfo-)H^ffi, ft**y#5fi (LDL) rrl^r 
15 n-A/£J:tf/$fcttfiftafft';#56 (VLDL) s Wfn-;v^ftffl, 

PPARJ ££#£:£&K*St3:<b Ltz U r/K^PPARJ 
20 4-f-4£fcJStt©*«rli^4v>. 

PPAR^Ii, fc£KPPAR/3, **v»|±t h<B$£fcliNUC 1 1 
*ITV>* 0 £ft£^fcPPAR*0£!g&t&tt£LT, WO 9601430 ^M*Kt± 
hNUClB (fehNUCU 1 7^^^^PPARt7^"f 7*) h P 
PAR a ^fttK^KV U*7^-<D3K^i&&£jtpi)-C§ 5i tri ? *£;ftT 
25 V»^ 0 Sfi-CfiWO 9728149 "t^fftCiSV^T, P P A R 5 56RKlftW 

&*ntt£#L, PPAR*£#*KfSttft*<Mb'£to (7^h) 75 ? £tb^^ 

$^ic^tit,^b^-WHDL (Wfty#5G) 3^fo-jnM^t 
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Uv^itm$^; fl lot, PPAR* Zimik-?£2>T=r-ZYlZi±^ 
HDLni/Xrn-;i/±m *ft£ J: S«mmSM**Ofc^ IIS 

&TM*skmwTmt txmmmw^ti, ^hKit^BM^o^ms 

^WeR^Z-fog, (I) -C^Sft.Mb^^-g&li, 6-184086 -i§\ 

IPS? 6-211814 X V&fflW- 4-300859 ^ (*ffS 3 - D y £HISB<2r&1 
490820-t) TO#-e, T^y^r^vV nJgffiftUfiKgoVT, »JE^ ?o 

10 TV^ C 

^^^o/c^ — «a^c (i) v&ztizit^&Bmm&'f&z.ti&to 

15 U *H9§£SSj&Lfco 

(I) 'C^?ftS'fb^WPPAR^#<7)$IJiI^ffl^^rLTV^ 

So HftA (I) r^$ftS'fk^liT>v^x>v>nJg^fflic^o* 
20 TJbiit {i<k*n-c& a iti^^t^ nVci?m<o PPAR 

1) (I) 
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[5$+, Al± 

1) 3M££\ 

2) Cl-7mi/'/i, Sfcli 

5 3) C2~67;i^-l/>g£fEfc>U 
R Mi 

i) AjWMfrfr**fc-t»£\ 

1) C 1 - 1 4 7JV+^i, 

2) C2~6 7;^^^ 
10 3) 0 2-6 7;^-;^ 

4) ^Dy^Hf, C1-4 7WI, C2~67H-;Hifcl±Cl 

v>T«> iv>c 3 ~ 1 4 0iji^*fcli#Si?>&*a£ fctt>P«PfDOft*R, 
15 5) ft*iR^4fettWJKMl«#tS4-7jlOJ|l||0^'f'nj|*j£ 

ii) A#C 1~77;>*1/ >&$fcttC 2 ~67^-V 
1) ^nyvjR^ 

2) 

20 3) C 1-4 7*3^4, 

4) 7xM^ 

5) C 1~47;^WS, 

6) T<S^ 
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7) -OCOR 4 £ R*\±Cl~A7Ji'**'&i$it>to ) , 

8) -OCOOR 5 & R 5 te&m*itz\tCl~'47)l'*fr&Z% 

t>to ) . 

9) vMjy>g^ ci~4 7;K;H, C 2~6 7;i"5r-;i'g££iiC l 
fc>U 

10 XMi 

1) bbrs^, 

2) OJtlg^fc&bU 
X 2 \i 

1) -NR 2 -I, Sfctt 
15 2) ®3§MiP£^fc>U 
R 2 {i 

( 1 )7ki5fl£^ 

(2) C l~4 7Wi, 

(3) C2-6T;^-iH, 

20 (4)C 2-6 7^*-^, ttcli 

(5)TIB ( i ) - (v i ) fr&SiRSfia HH<0&?fi»$*Lrt:C 1-47A' 
*;V&, C2~6 7;^-^i, ifcliC2-67^-)l'i^L: 
(i) -COOR 6 S (3fc«, R 6 tt**K^ C1-4 7WI, Sfctt 
- (CH 2 ) B2 -CONR 7 R 8 S R 7 i3J:^R"tt-e-fie*i4tefi 

tRHmmtzmmm+t-ftizK^x, - (r 9 ) ml g r 9 

tt^XJK^SfcttC l~4 7;V«^U mitt 1 ~3 0g&£ 

^t»to ) Tiitft$*LTv^ % ass** isfci42«, ascfif-^K 
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7 A<D&m<DffiW<\T nSRfc&fc U n 2 a 1 ~ 4 oH^cSr^^-To ) 

t^fcto ) > 

(ii) -CH 2 OR 10 g (36*K R 10 ti*aS*, Cl-47M;HJ/:li 
-COR 11 ! (36+, R 1 1 l*C 1 - 4 7fr*)\<mzmt>to ) ^a^to ) > 

(ffi) -CONR n R n i (36*, R 12 ^J:0 r R l3 l±'?-*i'e r n$&2LT, 
S*, C1~4 7^JH, - (CH 2 ) „ 3 -COOR 14 i (S + > 
R 14 li3k*S*SfcttC l-4 7^*^36«:*teU n3l±l~40$ 
^C^^feto ) , Ztztt- (CH 2 ) l4 -CONR 15 R 16 I (36+, 

R^^itFR^ii-e-^-pnsfcacL-c, **s*ifcttc 

R l5 tR l6 li^1-^H^*t-0^^o 
- (R 1 7 ) m2 * R"li« ; fJfcliCi~4 7;^;H 

fc^fcU m2lil~3«^to ) -Ctt&SftTV^ £3S 

**i *7ti±2«, aas^tKas** i«roifcttaas*te 

slS^t^ft 3 li^Tf £ 4 ~7l«Ojafll<7)Af o^tSr^fr L, 
n 4 14 1 - 4 *>SE***fcto ) «*>U R 12 tR 13 « 
SS-t-SSaS* t— SaS^fcl ijfc!4 2«, SESSS^fc 

to ) , 

(iv) 




tt2*S*fcl*fc»i21B, SaS^tKaS^illBTo, SfcH2 
*S* ^BaS**^ 3 «£lTt* 4~ 7MOifLHc7)SfrfD?)^r u 
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(v) Aay^gf, Cl~4 7Wi, C 2~67)l'fr-)\'&$tzttC 1 



(vi) a*!B^HH*^t*4-7j|O^TD||t) , 
R 3 (i 

1) -COOR 15 ! (£»K R ,9 {i7K^^i^t±C 1~4 7W$^ 

to ) , 

10 2) 



3) lH-rh 5 -4**, Sfctt 
4) 



5 




15 




1) 




20 
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( 2 MM%** 1 *#*"t* 4 ~ 7 I<0|i^^AT of, t fcli 

(3 1 H£#1- * 4 - 7 £ Oi&SI <D^ma^ T n ^ t> L , 

R 21 ti, 

( 1 )#Jf JKi\ 

(2) C 1~4 7;K^I, 

(3) C l~47;V3^vi, 

(4) C l~4 7Wf*I, 

(5) *®&, 

(6) kKn^y (Cl-4) TJl'*^ 

(7) ^ny>JgH\ 

(8) MJ^cM^;l/^ 

(9) h U^n^W^yl, 

(10) - hnS, 

(11) 7 x-;u^ 

(12) ^ ^-W^rvi 

(13) C 1 ~ 4 T)^^^7.)V7 4 

(14) C 1-4 7J^WW-^I, Ztlii 

(15) -J-R 22 & Jli 

(i) 3MS£v 

(ii) C1~47;K1/>1, tfctt 

(iii) C 1 ~4 T^W^^vgfc^fcU 
R 22 fi 

(i) -COOR 23 i R 23 {i7K^^ Cl~47^;^ 

J/:li-CH 2 CONR 24 R 25 I R 24 iSitfR^li-eft 
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(ii) 



10 



(iii) 



YCOOR 23 

OH 

XOOR 23 



o 

R 23 Mi2^Di:i*£Sfr-fo ) , 



(iv) 



0H ft 



(v)-CONR 26 R n $ (fctK R'MijfcjMtf-ifcttC 1~4 
7>u*>Hfc**fcU R 27 li7kltJi^> C1~4 7J^;H 
2£(i-CH 2 COOR 28 S (**> R^fi^S^iTtttC 1 
15 ~4 7;^;H^i?to ) £^fc>-fo ) fc^fcU 

m4(i 1 - 3©!gf(£^fc>1-o 

^fc>U *<7>£cp?>31@<7>R 22 ^-COOR 23 g (&*K R 23 &MBt 

mcMm*mt>to ) > 

,C00R 23 



V 



20 OH 

(364», R 23 Wiet|iH:Ei*^^t»i-o ) , 
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2) 



Y 



COOR 23 



0 



L — R 29 




(CH^g R 31 

(2)C l~47Kl/^, 
10 (3X>nyyl?, *®&> Cl~4 7Wi, C2~6W-;H, 

-OCOR 32 ! (g*, R 32 fiC 1 -47^ 
**S*£fc1-o ) > -OCOOR 33 ! R 33 J±, Cl-47 

^/i^fc^fc-to ) S£Ji-COOR 34 & (&*K R 3 4 
^;liCl~4 7WS^to) ^jHR$ft*> 1 S ti 2 

is m<Dm~ew$!:2tix^xi> x^c3 - i 4 ©iMi4fcii#ili0ttfn 

(4)C 2~6 7;l'*--l'>g££fcU 
R 29 (i 

20 i) L**m»^*^*>t»^ 

( 1 )7KftI&i\ 

(2) C 1 - 1 0 7;^^|, 

(3) C 2 -~ 6 r 
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~47;W3*v£, -OCOR 32 ! (£*, R 32 ttf&EfcEi:£i* 
*£*rfo ) > -OCOOR 33 ^ (36** R 33 »ifl(HB*:rai:£0c* 
E*rfo ) ££li-COOR 34 g (£*> R 34 WfStraC^i** 

C3-1 4<D)mttz\t£*<Dfmtt:&T>mi<0$k%^ ttzit 
(5)f«*?i fcttWRH l«*tti* Sfcl±ft*Wfc«*W 

) Ld*C 1 -4 7^1/>S, ^ar/Sf, C1-47M 
C2~6 7;^-^ Cl-47*3*->i, -OCOR 32 

& (&*> R 32 fimieti^c^im*^t>-ro) , -ocoor 33 ks 

*> R 33 ME£R(:l:i*££frto ) S/:li-COOR 34 i(I^ 
R 34 {iMBi:lWli:iti*t^t>1-o ) frbmSlZtiZ, l*tz\±2®<D 
I-eil^tlt^T^ «fc V>C 3 ~ 1 4 <DW.m.itz\tP^i<D^ 
4fctt^fi3FP©^*SRl «Ttt*$*ifcC l~47i^l/>i 
J/;liC2~6<7)7^t-U>I^I^ti^ 
( 1 

(2) C l~4 7;^^fyS, 

(3) C l~4 7;i/^f*I, 

(4) -OCOR 3S g (36*» R 35 liCl-4 7;v+;H^f„ ) , 

(5) -COOR 36 £ (&*, R 36 fi7fc3tIIi^£iiC 1 ~47W 
36*2fcfr1-« ) , 

(6) ^ny>JK^, Cl-4 7Wi, C2~67;^- 

C l-4 7*3^/i, -OCOR 32 ^ (&*, R 32 (ifT 
&tm\L : Mfc*Ut>to ) . -OCOOR 33 (&*, R 33 JimffS 
trai:tl*^at>to ) ££fi-COOR 34 * (36*, R 34 M 
Et|wiD^i*^^to ) fr&SHRSfi*, itfctt2«o36T 
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5 ( 1 jTfcftJJC^ ifcli, 

(2)C l-4 7;^^S*^t)t^ 

R 2 9 - L - R 3 fc*6#t *&*ir?-i:-«fcfco T, 

(1) C3-7V?n7Wi, ttzlt 

(2) 5~7I©7^ h>§t£a*?U 
10 R 3, fi, 

( i )fcmm=F, 

(2) -COOR 37 I R 37 li*3tjg^K ci-umjn, 
C3-7v^n7WStWi- (CH 2 ) n6 -C ON R 38 R 39 S 

R 38 i5J:U f R 39 ii^n'Pti»LT > *3WKMfcttC 1 ~ 
15 4 7M^I^fcf^ fcSVMi, R 38 £R 39 «&1-<5MftJi^ 

i-«i:*ot, - (R 4 0 ) m5 £ R 40 tt**K*£fctt 
C 1 - 4 7W^IbL, m5lil-3©8a*SiJt. ) ? 

H@-foi7tfiH^^t^^^5r^ti-3ii^f -5 4- 71© 
20 *mofiajFP©^-rni|S:^t)L, n 6 12 1 ~ 4 ©SE&fc^fcto ) * 

) . 

(3) -CH 2 OR 41 l (It, R 4 Mi*!t]iC^, Cl~47^ + ^4 
$tz\i-COR 42 & R 42 fiC l-4T^3lt^iJt. ) 

25 (4)-CONR 43 R 44 ^ (g*K R 4 3 j3 J: tfR 4 4 \t*tl?timL LT , 

C1-4 7WI, - (CH 2 ) „,-COOR 45 I (g 
R 45 ii7K^i L ^^(±C 1 -4 7^8*^1, n7(il~ 
4<D&m%b? 0 ) ttztt- (CH 2 ) n8 -CONR 46 R 47 S (£ 
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H^t-i&KfcoT, - (R 4 8 ) m6 & R 4 8 li> 



U m7ttl~3 0«&«r^*>1-o ) fclEfcU 



(5) 



CO 
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JK?- BSE** -frff 3 * 4-71 O^<0^D O^r n 

^O^r n^{c^>-t*>^ 1 fi#*ft£LTv>Sil6£-8**&:b U m»i 0 

5 -?^?ft£g£^;bU 
nllil~4M»to ] 

"CmZtL&it&bs *tlh<D#W&&.* *tlb<D&ttW&s ttzl±Ztib<D*M 

Su*Jfll£E*lttlSfe< 0 ) £J:tf 
10 2) N-^f-Jb-N- [ (2' - (1 H-r h 7 7-^-5->f;V) -1, 1' 

N, N-fcf* (2-^ h^'>*;U^-;i/x^;i/) -N' -y-f^-N' - [ (2* 
- (1 H-r b 5-4" -1, 1' -e7i-;v-4->fJV) *f- 

(I ) <K R'i5J:O f R 37 i:J:oTit)?til.C 1 ~ 1 4T^^ii: 
25 Ji> xf;K ynif;u, 7f-JK 'Of-JK A#y;i/, ^-/f^K 

-ttS (I) «k R 1 , R 2 i5J:0 r R 29 tcJ:oT^$a^.C2~67;i/^-;w 
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2 ~ 6 T R 2 KJ:oT^fr£*iSC 1 -4 7;^;V§, C2-67 
fcliC 2 ~6 7;i'*-A'&Kg&LTv>S C 4 ~ 7©£t^©M 
MtLt©C2-6T^-;vi > SJrtfUcioT^bSftac l~47;u 

— »i, xf;;v, 7d^^;v, 7f-iK ^>f^^ ^-b-^giSJ: 
xfx;K ^ntf-;!/, 7^-;K ^Z-is-fr&SXVZtibiDm 

io &#g-e&*o 

-&5£ (I) R 1 £J:O f R 29 K«fcoT£fr£;ft&C3-~l 4 02£Sjt££fi 

15 rXuy, 7it>i>i/v, 7>Y7*y, 7-ti-y^uy, \£y 

x-U>3k i ft co-SB £ L tzW Wz-ti. 

7o/o, v>7u-7*?y s 7r-?>?>m&i> t mifhtiz> e 

20 f4 4-7lOfS^fnftLTI± > en-*, tf'J^y, 7 

-f6& (I) R 1 £«fcU f R 2 McioT^fc>£ft&^n^JIi\ R'&XTf 
25 R 29 K J:o-C^fr£*-iSC3~l 4£>R!t§ltf>fi&&2: LX^uyy^, 
R 2 K X otlfe^K 1 -4 J****, C 2 ~ 6 7;^-;l'iif;li 
C 2-6 7;i/^-;U^JCl^LTV^C4 ~70^^0g^^t LT^d 
Yyfik^f-io XXfLK X 'iX^kfoZ tikC 1 ~4 7;l/*lx>gK®&LTV>£ 
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C 3 - 1 4 ©m©IMt Lt^ny^tii, 7yf, ttX, Aft* 
HK£ (I) 4>> R\ R 21 fc<fctfR 29 K«fcoT^;bSttSC 1-4 7*3* 
5 Cl-47^3 + yS, R 2 {C«fcoT^fc$2t£C 1 ~4 7***&. C2-6 

7**-*g££i±c 2-6 7**-*&Kg&L-cv>*c 4 ~7<o§kfmo 

g&gt LTOC l-47*3*i/&, SitfUCioT^bSfl^C 1-47 
^V>IIC1^LT^C 3-1 4<D^fSOlMt LTOC 1 -47* 

10 So 

(I) 4\ R l s R 21 £«fctfR 29 K«fco-cafc>£ft£C 1-47*+* 
.x^f-*, yntf;!/^*, rf-*f-**fi .fctfCft 

-ftA (I) *K R 29 K«fcoT^b$*t£C 1 - 1 0 7***&fcfi, ;*^*, 
15 x?-;k ^De;K 7f-*x ^>f-;K ^*v* x ^\7f-*> *?f-*> /-*> 

-jRA (I) f\ R 29 Cio-C^$^S^^^7t{ifiig||iii : -l1i^^r 
n4~7l«OAfoitLtli, 0Jx.tf77>, Myy, t^fte>, 

-mss (i) R 29 \zx^xut>^iihm.m^t^m%^ i*fo^t 



-«A (I) <K R 2 , R 


\ R 5 


, R 6 > 


R\ 


P 8 P 9 P 10 P 11 P 12 


R*\ R 14 > R 15 > R'\ 


R l \ 


R'\ 


R 19 


p20 p2 1 n 23 p24 
> Xv >XV nIV <*IV > 


R 25 , R 26 , R 27 , R 2 \ 


R 3 \ 


R 3 \ 


R 33 


„ R 3 \ R 35 , R 3< \ R 38 , 


R 39 , R 4 \ R 41 , R 42 , 


R 4 \ 


R 4 \ 


R 45 , 


R 46 , R 47 , R^jSitfR 49 
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C3-1 4<Dmmv>U&&t LX<DC l~47JK^i, R 2 izXoXmt>Z 
tlZC C 2~67^^^^i7^(iC 2-6 T )V * =- fr&fc 

ffi&LTV>£C4-7 <D$mn<OW&&t LX<DC 1-4 7WI, SlTfL 
5 CioT^WC 1 ~4 7;i/*Wy&Kg&LTv>;£>C3 ~ 1 4 ORfl 
^1^1^00 1- 4 7;^^^!^ 7otX 7?-* 

-ft* (I) R 37 i:ioT^?WC3~7<7)y^D7W^J:^ 
10 Oy?n7;^^ltli, v?u-/ntf;K J/^nW, 5/^n^>^;K v 
-ft* (I) «K R 29 -L-tR 30 ^-etl.lb^^1--6^^i:-i^tC*o 

15 -ft* (I) R 2 iZ£^xm&2tlZC 1~4 7;^;H, C2~67^ 

20 -ft* (I) *K R 2 fCJ;oT^*??^^C 1 -4 7^^;^, 0 2-67* 
^-/U&^fcttC 2- 6 7**^;i^Cg&LTV>&g|§jl^£ lflHMp*"* 

-ft* ( I ) *K 



25 
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-©- 

^XXTR'tR 6 . R 15 tR 16 , R l2 tR l3 isXVR 3 'tR*\ R i6 tR i7 tf 

asts 1 ?- 2 1@ t js^ Hi * naass^ 1 m t mmfc? 2 m * 

* *-9-y > ^ x vsov m. k a v * **H£ e ^Sjl^W ft & „ 
-jRA ( I ) <K * 




mttzK&mm* im t&mfc* 2 4 ~ 7 

>KU>, 1, 2, 3, 4-Th7tKn^y'J>, 1, 2, 3, 4-f h7t 
20 KD/fv^>"J>, 2, 3-ykKnr//7-JK 2, 3 - S>fc Kn^X-f 
1, 2, 3, 4-f f7tKnWJ^ 1, 2, 3, 4-fh 
Kn$/>yy>, i, 2, 3, 4-f l>7HKD^Mt'J>, 1, 2, 3, 
4-t Yy\L Kn7?7y>, 1, 3 -**-9"*f-2, 3-vbKn^>f>, 
1, 4-**W-2, 3, 4-h'JtKnt7?U>, 1, 2, l***)rVT 
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•If- 2, 3, 8-h'JtKat7^l/>, 1, 4, 2 -v**-9"f- 2, 3-V 

xfl/> x MMf-l^ fh7^fl^>, ^^f-W/, ^^r-t^^I/^i 
5 fz \t * y 9 * f - W it \i i *i <b <&IM£flc£?* * o 

-ft* (I) 



15 ilLTJi, ffjx.lf^*7x>, f-74>, fxif>fW^4 Q 
HW ( I ) <K 



20 -ft* (I) «k R 2l ^«koT^^$fL^Vi KD^v (CI -4) 7^^J^ 
HRS$(I) R 2l ^c«};o-C^V^o^f-;^^ct3(7)/^Dr>JI^t/ > :(±^'J 

25 ^ 
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fi, ^^;i/7.;u7^-;^> x^;i/*;U7'f-;K ^ntf^Tji^^-JK 7*f- 

HRS: (I) *K R 2 McioT^?ii*C 1 ~ 4 7;l'*;l';ui/*^gt li, 
5 *f-;i,*;P*^;K jL^-jVAfrfr-P, 7*n ;K 7*f-;V^^*-^ 

J: V Z ix h Z> o 

10 R 1 — A t L T fi > #SL<I±C1~1 0 7^^^^ It (iC 2 ~ 1 0 7;^ 
X^ Lt, L< liNR 2i 4 R 2 M±7K^^ «SS«*fcl± 

15 <tiNH&-C*^,o 

Efc LTii, jfS L< it 

1) C 1 - 1 0 7;V^r^l, 

2) Aoy«, C1-4 7WI, C2-67^-;VS, CI 
-4 7^3^ -OCOR 32 !, -OCOOR 33 Si5t{i-COOR 34 S 

20 r 32 . R 33 ^«tu f R 34 (i, trntrnzMmiZtto+o ) *e>m&s 

COOR a & RMi^Jfjg^ifeliC l-4 7n/^r^3fe*^t« ) "?fi 

H$W;Cl~57;^JWl, 

3) C3~7i/^07^^;w^> Sfcli 

25 4) 1 ££(i21®OR 21a g-eS&S*vcv>T*> iv^7x-;i/I R 21 a 

fiR 21 traCtHci^feto 2 1® CD R 2 la ^T*a&£:?x£*§£-, 

1) C 1 -7 7;K^I, 
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2) 7x-;w&£J:U f /2£liCO0R a £ (£«k RNiifcJWfrF* tz\tC 1 - 

3) C5-7->^D7WS, 

4) C1~4 7;WS, Cl~47;l/3^r">I, C 1 - 4 Trt'*;!'^*^ » 
5 ny^Jg^ -fni, -COOR 23 'i (It, R 23a li7KHJlH\ Cl~4 

r;i/^^*^t?to ) frhMRZtiz. ittz\i2®vmxw&2ftx^xi>x 

V>7x-;l^5^f<btl*o 

10 ^^-Cfflv^-^S; (I) X~7F2tiZ>&m%it&%0<7)Wt LXii. MM® 
liZtm Ltzit&®, £ X 6-184086 X 6-211814 

H&tol : N- (l-*;i/*>y-2-^f^7'nt» — N' 
15 ;U-N' - [ (2' - (lH-f h7V-^-5-^^) -1, 1' -tf7x- 
;i/ - 4 - A ;W) ^ f - 7 I' 7 6-184086 -t<7)||»J 4-39 E$c<£Kb£- 



N-NH 

tt&mi : N-7x^f;KN' -r^-N' - [ (2* - (lU-TYyV 
20 -;w-5 — f/i>) -l, r -e7x-;i/-4-^^) j*-^] 7^7 ORfBB 3 ? 

6-184086 "i-^ife^ 3 - 2 4!BIKO'fk^%t:«^) 
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N-NH 



ffc£%3 : N-y^;U-N- [ (2* - (lH-f f7 > /-^-5-'f^) -1, 




lfc^4 : N-^^-N' - [ (2* - (lH-fh7V*-^ 

- 5 -'f -1,1 ' -\£7*.=-)V- 4 ->f AO 7 i^t (#H!FF6-i84086 

-ton^ei 3-3i mmvit&mizmm 
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H a C 




I N-^o^^rt—N* -rf-Az-N' - [ (2' - (lH-f F 
7 , /-^-5-^l') -1, 1' -e7x-^-4->f^) pJf-^] SWT (# 
^¥ 6-184086 ^<0%mm 3-68 IBftOft^UfflS) 



H a C 




5 N-NH 

lfc£-^6 : N- (2-* h^v7x-;i/) -N* -7*^;u-N' - [ (2 1 - (1 
H-t r 5 -4 ;v) -l, r -^7x^-4-^^) 

I^T (#^¥6-211814 -^OHifeM3 -3 le^^b^^ffi^) 



H 3 C 
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il&b7 : N- (2, 4-y7;^D7i-;V) — N* -rf-^-N* - [ (2' 
- ( 1 H— -r h7V-^ - 5 —4 )\/) - 1 , 1' -lf7x-;i/-4-'f^) ^ 
*] 7P7 6-211814 OHifcfll 3 -7E«©ft^*K«S) 




N-NH 



<t£^8 :n- (2, 3-^f;i/7x-;v) -n* -rf-^-N* - [ (2' 
- (l H-f- h7V-;v-5-^;v) -l, r -e7x-;i/-4->f;v) **f- 

6-2i i8i4 ^ronmw3-s%m<Dik&®Kmm 




N-NH 



ft£#9 : N- (2 -7nt7i-)V) -N* -7*f-;U-N' - [ (2'<- (1 
H— t h 7 7-^- 5 -l, r -tf7x-;p- 4 -4 /w) 7 

(#^¥6-211814^-O^0!l3-l 4iB«Oft^*K:fflS) 
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N-NH 



it£% 1 0 : N - (2-xI>#y7i^) -N* -rf-^-N* - [ (2* - 
(lH-fh7V-^-5-^^) -1, 1' -e7x-;l/-4-'f^ 
7 1/7 OIHB¥6-211814^<0&»fl3-l 6ffi«©ft£1&fcffiilS) 




N-NH 



l :n- (2--fD7x^) -n' -^;w-N' - [ (2' - (l 
h-t h7V-;i'-5-'f;v) -l, r -e7x-;v-4-'f^) *f-*] ? 

l"7 6-211814 -tcr)^i&|3J 3-22 E$fc<7Ht£i^C*BS) 
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it&%!}12 :N- (4-ih^V*^-^7x-;i/) -N' -7*f-;i/-N' - 
[ (2* - (1 H-t h ?7-*-5-f ^) -1, 1' -e7xi*-4 ->f 



O 




N-NH 



5 lfc£-fei 3 : N- (4 2 --Fn7x^) -N' -7-^;u-N' - 

[ (2* - (1 H-r h 97-^-5-^^) -1, 1' -fcf7x-;i/-4 -4 
;W) 7UT (#^6-211814^^093 -2 7E«^b^icffiS) 




N-NH 

ft^Uin : n, N-tf* (2-^ h*^*^-^^) -n' -7*^- 

10 N' - [ (2' - (1 H-r h 5 -4 -1, 1' - kT 7 x - ;P - 

4-4*) *^/u] 7V7 (llti»2 (1) Kffi^) , 
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N-NH 

#f§^-?ffiV>£-$:£ (I) -C^tl^t^it, #PfW 6-184086 
6-21 1814 «t mmW- 4-300859 ^ (ttJSfc 3-D-; ^#ItffifS2rPl 490820 ^) 

io ^^-cfflv^-^ (I) -e^^n^^^ji, 

7>^-?A£, ^ttKfm£$tt£#$7< > (Thy 
15 n^>f-;l/T^>, '{'✓WrA 7x^7^, tf^Uv>, */x* 
V^A 7;Mfxv, N-^f-;u-D-^^*^ >$) ottaqjsif &*i*o 

20 vM'/lft, *x>®jt*, x?^ 
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mm 

IMtittfiiJ <t VZti b <D*%l®\i , PPAR Umt ZfaMfc^ L"C& •? , 

n -;i/±#^J, LDL^^fn X If/i/cliVL DL3 l/^fn-^O 
15 «p£, (I) "C^^^S^H^-Cfflv^jb^ *ft*>o##tfc!£, 

it b <Dmtf®&& llfZtlb <D7my>&±B$:®fr<D P P A R 7 £W 
[#tt] 
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&4*ii> #t>, stt, ftaasi*, mm, tmwm^i 

MIS, JKA-A*fc»K lit:o|, lmg^f> 1000 mgOW, IB 

h i o omg«-e, 1 0 1 mfrhsmfrmum wt l< «, brak-so 
20 ot, ^m^^mx^mtmu iiifwj^v^v^AoiH 

U^o ££#J2 ^(i^Jli^HtcJ: i) fill, *fyT>, t: Kn^f y^n bT;Hr^ 

&a&$<Dtz*><D%Li£my)ii, mmmzw^ztimmL mum, va? 

31 
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x^y-;w) ^«tt«;#wwanca#i«, 

5WOJtd4ttJtt5W, *U**k ®mittLX»Xi>X». 

2,868,691 ^ X 3,095,355 f l-PL < ifif££ *1T V>& 0 

15 8) 3s***s 0 ioi^4«^{i, S&Kffijiiak Sflau fUfc*l, 

, M»#J (Hit. If, 7*/< 

sag* i xmto$m><Dtz*>o>*< v v v -m*&ztiZo 
25 5km*mm?&tz*><owL&<Dim 
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N _-/f-;i,_N- [ (2* - (1- (2-v7;xf^) -fh 7 % /-*-5->f 
)V) - I, 1' -If 7i-;l/-4 -4 >u) -jff-^] fc/^s^K 



5 T^^V^^a^T, -1 5r-ehU*^y> (84mg) Oifi^f-W^ 
(1.5ml) #iRlClfys;> (0.07ml) *iO*.fc&* 2-KKo*i/-3-7 
I -;l/7'D/f>^ • ^fJVxxt^ (1 5 2mg) (D^jt/^U> (2ml) ?§ 

[ (2' - (l- (2-yr;xf^) fh7V-;v-5->f^) -1, r - 

10 e7x-^-4-^;V) 75 > -ffiKffi (2 9 8mg, #Hi§¥ 6-184086 

-%wmm, i umt&m) isxw) 5 > (0.22 mi) ^fh? 

tf*n77> (5ml) fcfcfcgfi-Cflnx., 3 OWL/io RJSa-frft** 

15 vh^.7-f- :#»xf-^«2 : 1 — 1 : 1 ) -c»«u TlM&tt 

«*^1-*«ffi^b^» (2 9 5mg) fcftfc. 
TLC: Rf 0.36(^*"^> : ftRifH'= 1 : Do 
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mm 

N, N-tfX (2-* h^y*;^*-;l/xfji/) -N' -rf-^-N* - [ (2' 
- (1- (2-v7;if;V) r h 5-4 -1, 1' -fcT7x- 



T^^tf^H^T, N-^f-^-N- [ (2' - (1- (2-v7;xf 
» f h7V-^-5-^f^) -1, 1' -lf7x-^-4-^l/) *<f-&\ * 
n ij K (3 0 0mg, 6-184086 -^Hifflls ##0!) 3 B^tte 

80 KN, N-fcf* (2 h^fy*A'jK-;l'Xf;U) 75>-M(2 6 7 
10 mg) (O^y^y (5m 1 ) TtifflL&ZXfY 'Jif)l/7 5 > (0.33 m 1 ) tflDX-x 

1 : 2) -effitSJU TiB«tttt*Wt**Hft^2 7 3mg) fcftfc. 
15 TLC : Rf 0.33 (^*^> : gj=$J^;i/ = 1 I 3) „ 

mm. 

N-rf-ZU-N- [ (2* - (1 H-rb7V-;W-5--f^) -1, 1* -If 

20 
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N— NH 



T)V^yif^m%y, ##Wl-?l!iL/:M® (2 9 5mg) <DTYyK 
Yuyyy (2ml) i&ftfc, MiS? 1 , 8 -vT-ytTv^ n [5. 4. 0] ? 
y?v9-l-z.y (0.09ml) SrJDix SfitM!fe«#L;fc 0 Rt&fi^ft* 

77^- (ftKxfA.) -CffilL, TiEfcttll*W1-*#3&Eft#fc (2 4 2m 
g) *f*fc. 

TLC:Rf 0.25 (ftBtx.?-*) o 

N, N-tf* (2-,* h*->*JM?=*xf-/u) -N' -rf-H'-N' - [ (2' 
- (1H-7 b7 7*-;>- 5 ->f /U) -1, 1* -kf7x^-4 -4 ;i0 ^ 
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0 o 




N-NH 



TLC:Rf 0.56(^k^f"U> : 7* 7-^=1 0 I 1) . 
IM2 

N-yf-^-N- [ (2' - (1 H-r h9 % /-^-5—f A') -1, 1' -If 
7x-^-4 -4*) ^f^] #;w^ l-^ h + 2 -7 



Or-C, jWm-CMLfc-ffrfr* (1 5 Omg) Ol, 4— (2 
ml) N-*«ft*H;*A*»* (0.3ml) *JD*., ft£g&U 

TiB«M£tt*£ta*3W!ft'&» (9 3mg) fcfcfc. 
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TLC:Rf 0.56(^no^;i/A : * 5 \ 5 0:5:1); 
NMR (d 6 -DMSO) : 8 7.58-7.45 (1H, m), 7.45-7.1 1 (8H, m), 7.10-6.93 (4H, m), 
5.19-5.05 (1H, m), 4.48-4.20 (2H, m), 3.66 (3H, s), 3.25-2.95 (4H, m), 1.50-1.05 (4H, 
m), 0.80 (3H, t, J=8Hz) 0 



m m m 

N, N-tf* h + y*;^f-;vxf;v) -N' -7*f-^-N* - [ (2* 

- (1 U-TYyV-)U-5-j)V) -l, i' -tf7x^;u- 4 --Ow) 



3£»Ji (i) -esiiL^i:^^^^2 

TLC:Rf 0.50(*nn#/UA 9 : l); 

NMR (d 6 -DMSO) : $ 7.55-7.48 (1H, m), 7.41-7.26 (3H, m), 7.05 (4H, s), 4.25 (2H, 
15 s), 3.55 (6H, s), 3.45-3.15 (4H, m), 3.03-2.88(2H, m), 2.58-2.43 (4H, m), 1.50-1.08 
(4H, m), 0.84 (3H, t, J=7.0Hz) o 

MMMJL : t h P P A R 7 mi^ts 7 =f- 7s hmnmm 
1) h PPAR 7 £##:£fl3W^W>7x7-- V7 v <DtfW<7)mm 



5 




10 



N-N Na 
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f5mt-S (TK) yn^-^-$EW>7i7- tfiHS^SIS^* 
* - 1 LT, PicaGene Basic Vector 2 (igq D p£, lfu£-f > * 9 n ^ No. 309- 
04821) i>t>^>7x 7 — If^itfE^ 0 ffi U IK 7n* - * - * t o pTK 
0 (^nvf^li, * 9 o ^ No. 6179-1) frb&t'g&frvyfv*- 9 -fe&t 
5 LT1K yn^-^- (-105/+51) £ET<£>;i/v 7x7- * * - 
p1K-Luc.*ftJRLfe. TK rnt-^-±I«Oi$gWe*^G a 1 
4 5G<&t&£Eflk uas *4 0IIO«Lfcx>^vtf-Em:tfAU 4xUAS- 
TK-Luc.**£U U^-^-a^kLit.ttTtcfflv^i^^- E?fl (E 

10 

E?0#^1 : Ga 1 4§fiJ^Em*»)igLfcx^>-*-E7iJ 
5'-T(CGACGGAGTACTGTCCTCCG) x4 AGCT-3' 

g£#G a I 4g6<7)DNA|g^^O*;i'^^v;^Sa«F , 3^:^l: h P 
15 PAR 7 %®W<D Vffy K»££« £Bi£- $ * * y ££#§6 * SUBt * 
^*-£&T<9i dKftij&Lfco 1-&fr*>, PicaGene Basic Vector 2 (jgi&fc, 
JK#>f>*tt, n ^ No. 309-04821) Lt^o^-? 

20 GaUSfi«DNAtt^««, lfl^f.l4 7#liW5/'ra«: 
=r- K1-*DNAT«ltfcfc r P P A R y %®fa<D V # > KlfrfrflHft* a - Kt 
5DNA^7l/-A^7 X^izm^-LX, PicaGene Basic Vector 2 (i§n D n£) O 

tfqartKJSftt^ Vi hPPAR 7 £^OV tf^Kfc^ttOTSy'fcafc 
25 {4 SV40 T-antigen &%<r)W&ft v^t^K AlaProLysLysLys 
ArgLysValGly (E?!l#^2 ) *EU -7t\ */U#**>*3»Ktt|& 

m->xk' r-7\ TyrProTyrAspVa lProAspTyr 
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Mukheijee h (J. Steroid Biochem. Molec. BioL, 51, 157 (1994)#JH) ^ M. E Green 
h (Gene Expression, 4, 281 (1995)#M) > A. Elbrecht h (Biochem Biophys. Res. 
5 Commun., 224, 431 (1996)#M) ttz\±A. Schmidt (Mol. Endocrinology, 6, 1634 
(1992)#M) K J: 0 E«3 fifc h P P A R**fltO«ait«3»» & . 

hPPAR r V 3Sr> KIS^«: S e r 176-Ty r ™ £ 3 - Kt S D N A * 
fcfflLfco !6*(E^^*l»* J E-^-1-^<^ PPARV#>K8f 
^&£&£L£G a l 48SODNAtt^«*, 1 4 7#g^^^> 

2) P P AR 7 ffWv^;Py7x7- VT v *4 
miLfflmtLXm^tz CV-l «Ji^^^oT^«L/c 0 

(DMEM) K«^lfiL?f (GIBCO BRL tt, * * n 7 No. 
26140-061) fc&il&l 0%K££J:9«}jnU $ JC&jijK 5 0 U/m 1 <£>^ 
15 -v'r/G t 5 0// g/m 1 <Dm&Z \>V7Y-?4 ->>*iD*.fc**fc , C, 5% 
3 7TC"C*ftL2t. 
* -J»K?\ Gal4-PPAR f&S^? * -©MDN A £a±Mrt^SA1- 
£ f 7^7i^ va >K|fcU flUfefc^Pfc 1 0 cm dish K 2 x 10 6 cells AMI 

L*ci5 j(ii»**iftv»JS*-c-0*JNM^*itLfcft, ra**i 0ml £?J0 

20 i/;. l'^-? - it^i 1 1 0 fi g , Gal4-PPAR S&S^ * * -0.5 ^ gt 
LipofectAMINE (Mfc, GIBCO BRLtt, 7> 9 D ^ No. 18324-012) 5 0^ 1 £ «fc 
<&*flU ±IB&*dishK«iJDLfco 3 7Wg,#*5~6l$Mft»t, 1 Oral 
OjtW^J&JBlfitifl (GIBCO BRL tt, 7J * n ^ No. 26300-061) 2 0%=Sr^tr^% 

25 8000 cells/ 10 0ml DMEM- 1 0 Jfilit/weU 9 6 yt 7 1' - 

H^-CfflV^^^ODMEM-1 0%»ilMl 0 0^1 £MlL£o3 7t 
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£i3, PPARy K#LTW&fcJl/5/7x5-^&1£*<03S¥*?§ 

ttft-Ci Yu7*)9 % /> (CeU, S3, 863 (1995), Endocrinology, 

13J, 4189 (1996)£ XXFJ. Med. Chem. , 22, 665 (1996)#JSD 1 0 // M$SflDB# O )V v 
5 7x9— 1.0 t Ltzt %<D*mi?m^Mt£®<OW$%i'&.*Ul 



*1 



ib^#-5§- 




ik&yo 3 <^ 


U . z o 


fb-£^ 5 <r> 


0.2 0 


fb#& 6 <0 


1.0 0 


8 O 

f V 7 A£ ] 


0.4 5 


fb£Hf 9 

■M-V7.MS | 


1.10 


<b^ 10O 1 


0.4 5 


fb-^fe 1 1 o 

h V 7 A£ 


0.2 5 


f b£-*fe l 2 0 

* b y 7 


0. 1 5 


lb£^ i 3 <r> 


1. 00 


it&Vll 1 4 <D 

i-YV 7Ai£ 


0. 1 0 
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C57BlVKsJ-db/db -7^7. (10E) Z8M1ft-?\#i%is 2 mm^ffiffi^Z'tf 

t£ifz'&, wmim&^tz* %wmam^ (ob) , mmm^h^stu strnm, 

5 1 B 1 0V ( 1 0 Omg/k g/day) S:=ff^v\ nmWt&B (1 5 B§) 

i-^^^T-cM^mi^^jfiLLrifa^fli® mmmmm (ffa) . 
h'j^v-ty-r k (tg) ) zmfciKo &$kzm2K7j;? 0 

m.2 



FFA TG 

(mg/dl) (mg/dl) 



3^hn-;i/ 797±201 79±28 

it&tl 6 <£> 

575+113 51 ±34 

(100mg/kg/day) 

10 

iili 

15 • N- (2-* f*->7x-;i/) -N* -y^;w-N' - [ (2' - (IH-t 
b 7V-;i/-5 ->fM -1, l' -t*7x^;P- 4 -^) ^f-flOfUT- 



th'^Att 1 o. 0 g 

•Uli^'Jn-^^v^A («) 0. 2g 

• wj^v^y^ (mmi) o. i g 

20 -mi&iSHr^o-x 9. 7g 
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mm 

t^tvh o o#*nfco 

• N— (2 h**>7x-;W) -N* -yf-;u-N* - [ (2' - (1 H-f 
h5 v /-il'-5-'f;l') -1, 1* -tT7x-;U-4-W^) ^^^] 7l"7- 
7" h V 7 A£ 2 g 

• -?y~-y Y 5 g 

• 1000 m 1 
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5 Ait 

i) 

2) C1~77M1/>S, ttzii 

3) C2~6 7^-l/>I^U 
R Mi 

10 i) A#SMt*i$kt>t9&. 

1) C 1 - 1 4 7J^^I, 

2) C2-67^-;H, 

3) C2-67JK-JH, 

4) /Noy>|^ C1-47WI, C 2 -6 7;U^-^I64 tzitC 1 
15 -4 7^3^y|^()IiR?|i^ 1 $?z\±2®0)W&&-?W&2tiT 

20 ii) AtfC l-7T)\'*V>&Ztz\tC2-~ST)\'>r-Vy&*$.t>~$-Wi'&, 

1) Aoy>i^ 

2 ) 7m&. 

3) C l-47^3^'>i, 
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4) 7i^^i, 

5) Cl~4 7mfi|, 

6) 7<;&, 

7) -OCOR 4 g (&»k R 4 fiC 1 ~4 7Wi4^t. ) , 

5 8)-OCOOR 5 ^ (g*, R 5 fi^iE?f £fiC 1 ~4 7^;H^ 

fc1" 0 ) , 

9) ^ny>g^ C1-4 7WS, C 2~6 7;l'4--;l'£2£iiC l 
-4 7;P3^ri/^ic)^$^, 1 ££l*2lS(7>l&&-C®&$ftT 
v>TUv>C3~l 4om^t^{±^liO|&^D*/>:Ji^l^ao^^ 

D mm*, ttzit 

15 2) i^JiH^kU 

1) -NR 2 -i, tfcli 

2) ^munut>L. 

R 2 (± 

20 ( 1 jTkftm^ 

(2) C 1-4 7WI, 

(3) C2-6 7;^-^I, 

(4) C2~6 7;^-;^ ttzii 

(5) TE (i) ~ (v i) ^<b^?ii^li@<7)^-Cg^$^Cl~4T;i/ 
25 C2~6 7J^-^, J£{iC 2~6 7^-;H^L : 

(i) -COOR 6 ! (£<K R 6 Ji7K^T-> C1-47WI, itzit 
- (CH 2 ) o2 -CONR 7 R 8 S (^*, RT&XVR^tlrti^tiniL 
LT, *£!K?\ SfcliC 1 ~~AT)l<*)\<&*Ut>ti)\ &£V>(i, R 7 
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tR 6 immz>mm%i-t-'%K%oT. - (r 9 ) ml * r 9 

ttfrmWLTi fcttC 1 - 4 T U m 1 li 1 ~ 3 <om$kZ 
&t>+o ) •CS&SftTv**, MS** 1 *fcU:2fl, MjB^K 

7 M<DSm<omQ<O^T u^*Ut> L, n 2 l± 1 - 4 Oftftt^fel". ) 

(ii) -CH 2 OR 10 £ (£«t\ R ,0 »i*»g?-, Cl~47WSittt 
-COR"i (*»K R 1 1 J2 C 1 -~ 4 T)V*c)V&*i&t>-t 0 ) ) , 

(iii) -CONR l2 R 13 i(I^ R^isitfR^tt^ft-r^&LT, *H 
ST, C1~4 7J^M, - (CH 2 ) , 3 -COOR 14 $ 
R 14 tt**S ; f-*7t:JiC 1 ~4 7;i/*;Wg£m>U n3lil-4Ct 
&%mt>?o ) , itz\t- (CH 2 ) l4 -CONR 15 R 16 l 

R i5 $$£TJ t R 16 it J £ti-% f ti%k±LLX * frm&^itz&C 

**v>li N R 15 i:R l6 fi^t*S^^i:-^^^o 
t, - (R 1 7 ) m2 & R l7 it&m%?ifz&Cl~4T)l>*)l'& 

m*fz&2m. mmfo+t wtmm? * \ mr o z tz \±m.mm=^ t m 

n4ttl~4<DSE»*£kto ) Sr^fcU *SvMi, R 12 «hR 13 (i^ 

mmj%=f-i iif^t44~7i^w^©A7DS^<3 

to ) > 



(iv) 
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^ t & mm * * £ff 3 1@ * #1" * 4 - 7 1 o lie mn <r> ^ r o 

5 ttl-3 0fflS*«*?t. ) , 

(v) Any^, C2-67^-^IJ^:liCl 

t j: v\ c 4 - 7 dsa^isft t £ ti^^n <Dmm. 

(vi) a*M^l iBS^t* 4 ~7l^fni) , 
10 R 3 \t 

1) -C00R 19 ! (&*\ R 19 {i*3t»££liC l-4 7W3tt*t3 

■f o ) , 

2) 




COOR 20 ^ 



15 R^tt^Ig^ifciiC i~47;^;H^to ) > 

3) lH-fh7 , /-^-5-'f;H, Sfcfi 

4 ) 




20 Eli 
1) 
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(R 21 )m4 m 

-0- 

it, 

5 (D^>4f^H, 

(2) ttM?-* lMtt J 4 - 7lOfS^^f of , Sfcli 
(3 )S*JR** 1 H^t* 4 ~ 7 Jl9*»^«S»^f - v^*&t> U 
R 2 Mi, 

( 1 

10 (2)Cl~4 7M^i> 

(3) Cl~47JV3^vS, 

(4) C l~47M^fti, 

(5) *®g, 

(6) fcKn*v (CI -4) 7^*^36, 
15 (7yM3$»>JB3\ 

(8)h V^n^f-^afe, 

(10) ^ fol, 

(11) 7x-;i/^ 

20 (12)^ > v ;ut+v 

(13) C l-4 7;^^^7-f-JH, 

(14) 0 1-4 7^^^^^*-;^ SfcWt 

(15) -J-R 22 & J»i 
(i) JMfrfr, 

25 (u) C 1 ~4 7^4rU>^ i7tt± 
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(iii)C l-4TMP>t^->S^U 

R 22 l± 

(i) -COOR 23 & (2£(k R. 23 !!**"*?-, 

££(i-CH 2 CONR 24 R 25 g (&*> R 24 *3«ty f R 25 {i-e^ 

•wttftLT, *sw?ifcttc i-4 7Wiiibt. ) 

(ii) 

XOOR 23 



(iii) 



(iv) 



OH 

(**> R 23 wie^rai:^i*^^t>te ) , 



YCOOR 23 

o 



o 



(v) -CONR 26 R 27 g (g#> R 2 Mi*||JiW^£f±C 1 ~4 

££li-CH 2 COOR 28 g R 26 tt&m%L?itzteC 1 

-4 7^*;i/g£^frto ) £^*rto ) Sr^frU 
m4lil~3©il^f, 

fc£U m4^3 31®<7)R 21 /Ffc *>K- J -R 22 &£ 
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2) 



10 



15 



\ ^COOR 23 



a 

(2)C 1 -~4 7)V^r]y>^ 

(3V^Dy>lg^ 7k$g % Cl~4 7Wi, 0 2-6 7^-;^ 
C + -OCOR 32 g R 32 (±C 1-47^ 

*;l/g£^;b-fo K -OCOOR 33 * R 33 <i, C 1 - 4 7 

;^;HtI^fo ) Ztzl±-COOR 3, & (g<K R^ltfrm^ 
Ztz\±C l~4 7^«^f 0 ) ^MtR£;ri£> 1 ^ Ttr ti 2 

i@o^-em^$tLT^T «t v^c 3 - 1 4 ^j^s 7t 

(4)C 2~67H-l/>MibU 




(&<K R 23 fimEi:|WH:^^^to ) , 

\ XOOR 23 
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R 29 (± 

i) L#*tt***fe+»*, 

( i wmm+s 

(2) C 1-1 0 7JK;^ 

(3) C2~67^-;i/I, 

~4 7^3^>|, -OCOR 32 ! R 32 WlBtIe|Ditl* 

znbto ) > -ocoor 33 ^ (**. R 33 ttirfe£isii:i:i*£ 
mt>to ) j^:i±-cooR 34 i (g^K R 3 u±mutm\mMi: 

mt>t 0 ) frbM$l$ti2>. 1 2£ti2lST-€&$ftTV>T*> iv* 
C3~l 4<7)f.^$^f±^^fPi/c{i^MP(7)R^ ifcli 
( 5 )®§it^ 3 £ ttttJt jg* «r 1 ffl^l" S , S ttMJK* K*JSC 

ii) L#C 1 ~4 7^1/>S, ^or/Bf, 

C2~67H^i, Cl-4 7*3*5/|, -OCOR 32 

£ (*<k R 32 ttttefcHe***&*>-*-o) , -ocoor 33 ki 

R 33 f*«riBfcH£*l**£fc1-. ) ££{i-COOR 34 & 
R 34 JiTOt|WIC^i*^^fc1-o ) 3 ft*, l*fctt2«<& 

g-cfi&£ft-cv*T*> «t v^c 3 ~ 1 4 ofti tzii&momm 

JfcliC2~6©7H-l/>l^iW^ 

( 1 

. (2)Cl-47^3^yI, 

(3) C 1-4 7HW*S, 

(4) -OCOR 35 g R 35 liCl~47;K;H^tc ) , 

(5) -COOR 36 £ (36*, R 36 li**IgiF-ifcttC 1 ~4 7K;P 

(6) ^ny>Bf, 7KB*, Cl-4 7^^i, C2~67J^- 
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C l~47^3^y|, -OCOR 32 & R 32 fifj 
Efcrat*i**^*>to ) , -OCOOR 33 R 33 liffie 
fcWt****;b*. ) 2£<4-COOR 34 g R 34 M 

5 IHJiitv^i 4v>C 3~ 1 4<&J&S|l£;fctt#i&<Ot&*D 

2£l4^&ft<Di*3t5jt, ££14 

R 30 {4> 

10 (l)7K^m^ Sfctt, 

(2)C 1 - 4 TTI'******^**, 

(1) C3~7y^D7Wl, ££f4 

(2) 5~7l<?)7^ h>n*Mt>L, 
15 R 3 M4, 

( 1 )7fcmMi\ 

(2) -COOR 37 S R 37 {i7K^^F> Cl~147Wi, 

C 3-7 iy?VT*'*r)\'&*tz\t- (CH 2 ) n6 -CONR 38 R 39 I 
R 38 ^J:O f R 3S lim*WLt, **E?-SfcttC 1 ~ 

fc-fcfcfcoT, - (R 40 ) ro5 g R^iifrm^ttzii 
0 1- 4 7^^^1, m5 (4 1 - 3 <0&|S:£ ^=bto ) "C 

i is to t tz im mm* t Bra? * ^ 3 ***t * 4 - 7 ji <d 

(3) -CH 2 OR 41 I R'Mi^iK^ Cl-47;^;H 
££i4-COR 42 & R 42 liCl~4 7A'*/u&*£fc-fo ) 
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(4)-CONR 43 R 44 g (£+, R 43 £«fctfR 44 »i*;h^:W3i&LT, 

TK^m^ ci-4 7;wi, - (ch 2 ) o7 -coor 45 ^ m 

R iS tzitC l-47^^^iUt>L, n7iil~ 
4<D&m%t>1-o ) Sfctt- (CH 2 ) ng -CONR 46 R 47 g 
■K R 46 i5it^R 47 {i-?-tLW^2:LT, *35®^*fcJ±C 1-4 
7 >K **v»fi, R 46 ^ R 4 . T liB«1-4tt# 

I^i-ftCfto-c, - (R 48 ) m6 g (36+ , R 48 fi, TMftlK* 
ttzltC 1 - 4 7A-*;!/*£^fc>U m 6 tt 1 ~ 3 

7^03i^&fa<^rn;gt£a;bU n 8 tt 1 ~ 4 
to ) iUt>tc ) , Sfctt 



U m7lii-3 0S&*^t, ) fc^fcU 
3) X 2 ri*-NR 2 -g£^fc>tt E t R 2 tfZtib bft&tzmmfc+t - 



(5) 



— CO 




(*+, 




52 



WO 99/12534 



PCT/JP98/03930 



— N^j^-(CH 2 ) m -R 31 

O 

^O'vfnglK^ l W*fe£-LTV>£lt£-^|£^frU ml±0 

nllil~4«^t, ] 
10 -ZTfiZHZit&to, *tib<0$&&8E&. Ztib<D®.ttm&. ttzMZiihVjfiM 

U «L«jfl^EEHPJ»tB&<« ) o 

2. HRS (I) ^£=fx<Mt^Kj3V>T, R'-A**, C1-107;H 

^*4'>V-A»«aiffittft$»#«»«| (£/iU St«JflLjEaHI2»<. ) o 

3. HK* (I) -C^$*i*ft#«»c*v»-C, X 2 ri*NR 2a g R 2a li 
20 tK«^ &M&3£liCOOR 6a g R^JiTKSCS^i^ttC 1 -4 7 

)V*^m*mt>to ) "Ctt&SftfcC l~47/u**£*£M-. ) 
JfrfCfcaft^ **ifc©##ttJS, -^ftib^ttM, Sfctt*;fcibO**n 

»38flmft£§fltfW»ai (^;/:U MifiLE*l(iB*< . ) . 
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4. -ttsS; (I) T^tim^miz^Xs Etf, 
1) 

2) swrym?* C2-6 7H-^1> CI 
-4 7^3**>i, -OCOR 32 g> -OCOOR 33 g££li-COOR 34 & 

5 R 32 > R 33 *J:tfR 34 tt, »*0*Hl-C05&l|fcrai:*S|ctlE*> 

Jtf/SfcliCOOR** R'li^ITftfcttC 1-4 7WS^ 

61"o ) "eM&$*u?:C 1-5 7****, 

3) C3-7y^D7;^^i, $fcl± 

10 4) 1 ££ti21@<£R 21a &-t s g&S*i-Cv>T*> J:v>7x^| (gcfi, r^'» 

jiR 21 ^ R 2i f±«^<7)iEffli-c<7)^a^isii:^i*^^-r 0 ) tmzn 
^otu^,, ) x*>hit&m, ztib<D&m®&, *tit><?>mftm£. ttz 

5. Htofc (I) -CmZtlZfc&toK&^T, Etf 

1) C l ~7 7;^;i/i, 

2) 7x.-fr&££V/$fzteC00R'& R'ttfrmm+itzliC 1 - 
20 ATfrZ-frtt&b't* ) ■ei^^:Ci~5 7;v+;H, 

3) C5-7v^n7M^i, Sfcli 

4) Cl~4 7^i, Cl~4 7^3^fvS, Cl~4 7Wfti, A 
ny>^ - hoi, -COOR 2 3 8 ! (St>. R 23a t±7kftl!w\ CI -4 
7 ) *&Sft3*U>x 1 * £112 *vcv*-c<{> J: 

^;v^-+vV-AiiJ@m^b^#$!J^J (fc£U Sti«jflLEE#JliK?<o ) • 
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6. -ass* (i) ?mztiz{t4tiis* j ttih<oim&&. *tit>om.mo&. 
5 7. w^oiKHiisttoHR^: (i) tmztizit&yn. *tib<o3m®&. 

HDLn^fn-;v±M L D L n J; tf 

8. -ft* (I) -c*S*L4ft^*, *tib<Dmt&£. **ie»oBM*DDtt, 

9. hrs (i) -e&zti&it&tis, ztit><D&m&&. *tit><Dtimm&s 

«*fctt]|lL*JMMlT*l. 

1 0. 'N-7f-/U-N- [ (2' - (lH-fh7/-^-5-^;v) - 1, 
1' -e7x^-4-^f;v) *;wn*5>^ i 

25 - 2-7x-^if;vxxfJK Sfcl4 

N, N-lf* (2-^h^fy*;i/^xf;i/) -N' -y-f^-N' - [ (2' 
- (lH-7b7 > /-A'-5-'f;v) -l, l * -if7i-;u-4 -4A>) ^f- 
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mm 

Sequence Listing 
<110> 0N0 Pharmaceutical Co. .Ltd. 

<120> Control agent of peroxisome proliferator activated receptor 

<130> ONF-2762PCT 

<150> JP 9-245101 
<151> 1997-09-10 

<160> 3 

<210> 1 
<211> 85 
<212> DNA 

<213> Artificial sequence 
<220> 

<223> Enhancer sequence including 4 times repeated Gal4 protein response 
sequences 

<400> 1 

tcgacggagt actgtcctcc gcgacggagt actgtcctcc gcgacggagt actgtcctcc 60 
gcgacggagt actgtcctcc gagct 85 

<210> 2 
<2ll> 9 
<212> PRT 
<213> Unknown 
<220> 

<223> Nuclear localization signal derived from SV-40 T-antigen 
<400> 2 
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Ala Pro Lys Lys Lys Arg Lys Val Gly 
1 5 

<210> 3 
<211> 9 
<212> PRT 

<213> Influenza virus 
<220> 

<223> hemagglutinin epitope 
<400> 3 

Tyr Pro Tyr Asp Val Pro Asp Tyr Ala 
1 5 
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